WO 2004/020463 



j©/52606 

PCT/EP2003/009634 



4/12 

Figure 1 

MNT PLFRL S LL S LTLAAGFAHAAENNAKVVLDT VT VKGDRQGS K 

IRTNIVTLQQKDESTATDMRELLKEEPSIDFGGGNGTSQFLTLRGMGQNSVDIKVDN^ 
YSDSQILYHQGRFIVDPALVKVVSVQKGAGSASAGIGATNGAIIAKTVDAQDLLKGLD 
KNWG VRLNS GFASNEG VS YGAS VFGKEGNFDGLF S YNRNDE KD YEAGKGFRNVNGGKT 

VPYSALDKRSYLAKIGTTFGDDDHRIVLSHMKDQHRGIRTVREEFTVGDKSSRINIDR 
QAPAYRETTQSNTNIAYTGKNLGF 

TRI TTRGANFNFDSRLAEQTLLKYGINYRHQE I KPQAFLNS KFS I PTTEEKNGQKVDK 
PMEQQMKDRADEDTVHAYKLSNPTKTDTGVYVEAIHDIGDFTLTGGLRYDRFKV1C 
GKTVS S SNLNPSFGVI WQPHEHWSFS ASHNYASRSPRLYDALQTHGKRGI I S I ADGTK 
AERARNTE I GF2STYNDGTFAANG S YFWQT I KDALANPQNRHD S VAVREAVNAGY I KNHG 
YELGASYRTGGLTAKVGVSHSKPRFYDTHKDKLLSANPEFGAQVGRTWTASLAYRFQN 
PNLE I GWRGRYVQKATGS I IiAAGQKDRKGNLENVVRKGFGVNDVFAM^KPL 
Isn^SVNWFNKFYYPHSQRWTNTLPGVGRDV^ 



tgttaatata aataaaaata attattaatt atttttctta tcctgccaaa tcttaacggt 61 
ttggatttac ttcccttcat actcaagagg acgattgaat gaatacccca ttgttccgtc 121 
tcagcctgct ctcgctcaca cttgcggcag gttttgccca cgcggcagaa aataatgcca 181 
aggtcgtact ggataccgtt actgtaaaag gcgaccgcca aggcagcaaa atccgtacca 241 
acatcgttac gctgcaacaa aaagacgaaa gcaccgcaac cgatatgcgc gaactcttaa 301 
aagaagagcc gtccatcgat ttcggcggcg gcaacggcac gtcccaattc ctgacgctgc 361 
gcggcatggg tcagaactct gtcgacatca aggtggacaa cgcctattcc gacagccaaa 421 
tcctttacca ccaaggcaga tttattgtcg atcccgcttt ggttaaagtc gtttccgtac 4 81 
aaaaaggcgc gggttccgcc tctgccggta tcggcgcgac caacggcgcg atcatcgcca 541 
aaaccgtcga tgcccaagac ctgctcaaag gcttggataa aaactggggc gtgcgcctca 601 
acagcggctt tgccagcaac gaaggcgtaa gctacggcgc aagcgtattc ggaaaagagg 661 
gcaacttcga cggcttgttc tcttacaacc gcaacgatga aaaagattac gaagccggca 721 
aaggtttccg caatgtcaac ggcggcaaaa ccgtaccgta cagcgcgctg gacaaacgca 781 
gctacctcgc caaaatcgga acaaccttcg gcgacgacga ccaccgcatc gtgttgagcc 841 
acatgaaaga ccaacaccgg ggcatccgca ctgtgcgtga agaatttacc gtcggcgaca 901 
aaagttcacg gataaatatt gaccgccaag cccctgctta ccgcgaaact acccaatcca 961 
acaccaactt ggcgtacacg ggtaaaaacc tgggctttgt cgaaaaactg gatgccaacg 1021 
cctatgtgtt ggaaaaagaa cgctattccg ccgatgacag cggcaccggc tacgcaggca 1081 
atgtaaaagg ccccaaccat acccgaatca ccactcgtgg tgcgaacttc aacttcgaca 1141 
gccgccttgc cgaacaaacc ctgttgaaat acggtatcaa ctaccgccat caggaaatca 1201 
aaccgcaagc atttttgaac tcgaaattct ccatcccgac gacagaagag aaaaacggtc 1261 
aaaaagtcga taaaccgatg gaacaacaaa tgaaagaccg tgcagatgaa gacactgttc 1321 
acgcctacaa actttccaac ccgaccaaaa ccgataccgg cgtatatgtt gaagccattc 1381 
acgacatcgg cgatttcacg ctgaccggcg ggctgcgtta cgaccgcttc aaggtgaaaa 1441 
cccatgacgg caaaaccgtt tcaagcagca accttaaccc gagtttcggt gtgatttggc 1501 
agccgcacga acactggagc ttcagcgcga gccacaacta cgccagccgc agcccgcgcc 1561 
tgtatgacgc gctgcaaacc cacggtaaac gcggcatcat ctcgattgcc gacggcacaa 1621 
aagccgaacg cgcgcgcaat accgaaatcg gcttcaacta caacgacggc acgtttgccg 1681 
caaacggcag ctacttctgg cagaccatca aagacgcgct tgccaatccg caaaaccgcc 1741 
acgactctgt cgccgtccgt gaagccgtca atgccggtta catcaaaaac cacggttacg 1801 
aattgggcgc gtcctaccgc accggcggcc tgactgccaa agtcggcgtc agccacagca 1861 
aaccgcgctt ttacgatacg cacaaagaca agctgttgag cgcgaatcct gaatttggcg 1921 
cacaagtcgg ccgcacttgg acggcctccc ttgcctaccg cttccaaaat ccgaatctgg 1981 
aaatcggctg gcgcggccgt tatgttcaaa aagctacggg ttcgatattg gcggcaggtc 2041 
aaaaagaccg caaaggcaac ttggaaaacg ttgtacgcaa aggtttcggt gtgaacgatg 2101 
tcttcgccaa ctggaaaccg ctgggcaaag acacgctcaa tgtcaatctt tcggttaaca 2161 
acgtgttcaa caagttctac tatccgcaca gccaacgctg gaccaatacc ctgccgggcg 2221 
tgggacgtga tgtacgcttg ggcgtgaact acaagttcta aaacgcacat cccgaaaaaa 2281 
tgccgtctga aagcctttca gacggca 
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Figure 2 

MNAPFFRLSLLSLTLAAGFAHAAE 

IRTNIVTLQQKDESTATDMRELLKEEPSIDFGGGNGTSQFLTLRGMGQNSVDIKVDNA 
YSDSQI LYHQGRFI VDPALVKWSVQKGAGSASAGIGATNGAI IAKTVDAQDLLKGLD 
KNWGVRLNSGFAGNNGASYGASVFGK^ 

VPYSALDKRSYLAKIGTTFGDGDHRIVLSHMKDQHRGIRTWEEFAVSEKNSRITI^ 
Q AP S YRE TTQ S NTNLAYTGKDLGFVE KLDANA YVL E KKR Y S ADDKDNG YAGNVKGPNH 
TRI ATRSMNFNFDSRLAEQTLLKYGINYRHQE I KPQAFLNSEFEI KDKEKATNEEKKK 
NRENEKI AKAYRLTNPTKTDTGAY I EAI HE I DGFTLTGGLRYDRFKVKTHD GKTVS S S 
SLNPSFGVI WQPREHWSFSASHNYAGRS PRLYDALQTHGKRGI I S IADGTKAERARNT 
E I GFNYNDGTFAANGS YFRQTI KDALANPQN^ KNHGYELGAS Y 

RTGGLTAKVGVSHSKPRFYDTHKDKLLSANPEFGAQVGRTWTASIiAYRFKNPNLEIGW 
RGRYVQKAVGS I LAAGQKDRDGKLENVVRQGFGVNDVF ANW^ 
FDKFYYPHSQRWTNTLPGVGRDVRLGVNYKF 

aaaccggtac ggcgttgccc cgccttagct caaagagaac gattccctaa ggtgctgaag 61 
caccgagtga atcggttccg tactatttgt actgtctgcg gcttcgccgc cttgtcctga 121 
tttttgttag tccacatata catttccgac aaaacctgtc aacaaaaaac aacgcttcgc 181 
aaataaaaac gataatcagc tttacacaac ccccccccgc taatataaac aaaaataatt 241 
attattattt tttcttatcc tgccaaacct taacggtttg gcttaacttc ccttcataca 301 
ctcaaaagga cgaacaaatg aacgccccgt ttttccgcct cagcctgctc tcgctcacac 361 
ttgccgccgg ctttgcccac gcggcagaaa ataatgccaa tgtcgcattg gataccgtta 421 
ccgtaaaagg cgaccgccaa ggcagcaaaa tccgtaccaa catcgttacg cttcaacaaa 481 
aagacgaaag caccgcaacc gatatgcgcg aactcttaaa agaagagccc tccatcgatt 541 
tcggcggcgg caacggcacg tcccaattcc tgacgctgcg cggtatgggt cagaactctg 601 
tcgacatcaa ggtggacaac gcctattccg acagccaaat cctttaccac caaggcagat 661 
ttattgtcga tcccgctttg gttaaagtcg tttccgtaca gaaaggcgcg ggttccgcct 721 
ctgccggtat cggcgcgacc aacggcgcga tcatcgccaa aaccgtcgat gcccaagacc 781 
tgctcaaagg cttggataaa aactggggcg tgcgcctcaa cagcggcttt gccggcaaca 841 
acggcgcaag ctacggcgca agcgtattcg gaaaagaggg caacttcgac ggtttgttct 901 
cttacaaccg caacgatgaa aaagattacg aagccggcaa aggtttccgc aatgacaacg 961 
gcggcaaaac cgtaccgtac agcgcgctgg acaaacgcag ctacctcgcc aaaatcggaa 1021 
caaccttcgg cgacggcgac caccgcatcg tgttgagcca tatgaaagac caacaccggg 1081 
gcatccgcac tgtgcgtgaa gagtttgccg tcagcgaaaa aaattcacgg ataactatta 1141 
aacgccaagc cccatcctac cgcgaaacca ctcaatccaa caccaacttg gcgtacaccg 1201 
gcaaagattt gggctttgtc gaaaaactgg atgccaacgc ctatgtgttg gaaaagaaac 1261 
gctattccgc cgatgacaaa gataacggct acgcaggcaa tgtaaaaggc cccaaccata 1321 
cccgaatcgc cactcggagt atgaacttca acttcgacag ccgccttgcc gaacaaaccc 13 81 
tgttgaaata cggcatcaac taccgccatc aggaaatcaa accgcaagcg tttttgaact 1441 
cggaatttga aataaaagat aaagaaaaag caactaatga agagaaaaag aagaaccgtg 1501 
aaaatgaaaa aattgccaaa gcctaccgcc tgaccaaccc gaccaaaacc gataccggcg 1561 
cgtatatcga agccattcac gagattgacg gctttaccct gaccggcggg ctgcgttacg 1621 
accgcttcaa ggtgaaaacc cacgacggca aaaccgtttc aagcagcagc ctcaacccga 1681 
gtttcggcgt gatttggcag ccgcgcgaac actggagctt cagcgcgagc cacaactacg 1741 
ccggccgcag cccgcgcctg tatgacgctc tgcaaaccca cggcaagcgc ggcatcatct 1801 
cgattgccga cggcacgaaa gccgaacgcg cgcgcaatac cgaaatcggc ttcaactaca 1861 
acgacggcac gtttgccgca aacggcagct acttccggca gaccatcaaa gacgcgcttg 1921 
ccaatccgca aaaccgccac gactccgtcg ccgtccgcga agccgtcaac gccggctaca 1981 
tcaaaaacca cggttacgaa ttgggcgcgt cctaccgcac cggcggcctg accgccaaag 2041 
tcggcgtaag ccacagcaaa ccgcgctttt acgatacgca caaagacaag ctgttgagcg 2101 
cgaaccctga atttggcgca caagtcggcc gcacttggac ggcctccctt gcctaccgct 2161 
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tcaaaaaccc gaatctggaa atcggctggc 
cgatattggc ggcaggtcaa aaagaccgcg 
gtttcggtgt gaacgatgtc ttcgccaact 
ttaatctttc ggttaacaac gtgttcgaca 
ccaataccct gccgggcgtg ggacgtgatg 
acgcacatcc cgaaaaaatg ccgtctgaaa 
tgatatatag tggattaaca aaaaccggta 
cgattcccta aggtgctgaa 
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gcggtcgtta tgttcaaaaa gccgtgggtt 2221 

acggcaaatt ggaaaacgtt gtacgccaag 2281 

ggaaaccgct gggcaaagac acgctcaatg 2341 

agttctacta tccgcacagc caacgctgga 24 01 

tacgcctggg cgtgaactac aagttctaaa 2461 

gcctttcaga cggcatctgt cctgataatt 2521 

cggcgttgcc ccgccttagc tcaaagggaa 2581 
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Figure 3 

AENNAKVALDTVTVKGDRQGSKIRTNIVTLQQKDESTATDMREL 

LKEEPSIDFGGGNGTSQFLTLRGMGQNSVDIKVDNAYSDSQILYHQGRFIVDPALVKV 

VSVQKGAGSASAGIGATNGAIIVKTVDGQDLLKGLDKNWGVRLNSGFASNEGVSYGAS 

VFGKEGNFDGLFSYNRNDEKDYEAGKGFRNVTGGKTVPY^ 

DHRIVLSHMKDQHRGIRTVGEEFTVTO 

FVEKLDANAYVLEKKRYSADDKDNGYAG3W 

YGI NYRHQE I KPQAFLNSKFS I PTTEKKNGQDVAKPADQQAKDRKDEALVHS YRLTNP 
TKTDTGAYI EAIHE INGFTLTGGLRYDRFKVKTHDGKTVS S SNLNPSFGVI WQPHEHW 
S FSASHNYASRS PRLYDAIiQTHGKRGI I S IGDGTKAERARNTE IGFNYNEGTFAANGR 
YFWQT I KDALANPQNRHVS AAVREAVNAGY I KNHGYELGAS YRTGGLTAKVGVSHS KP 
RF YDTHPKKLLS ANPEFGAQVGRTWTASLAYRFQNPNLE I GWRGRYVQKAVGS I LVAG 
QKDRNGKLENVVRKGFGVlSnD VFA^ S VNNVFNT F Y YPHS QRWTNTL 

PDVGRDVRLGVNYKF 



gcagaaaata atgccaaggt cgcattggat accgttaccg taaaaggcga ccgccaaggc 61 
agcaaaatcc gtaccaacat cgttacgctt caacaaaaag acgaaagcac cgcaaccgat 121 
atgcgcgaac tcttaaaaga agagccgtcc atcgatttcg gcggcggcaa cggcacgtcc 181 
caattcctga cgctgcgcgg tatgggtcag aactctgtcg acatcaaggt ggacaacgcc 241 
tattccgaca gccaaatcct ttaccaccaa ggcagattta ttgtcgatcc cgctttggtt 301 
aaagtcgttt ccgtacaaaa aggcgcgggt tccgcctctg ccggtatcgg cgcgaccaac 361 
ggggcgatta tcgtcaaaac cgtcgatggc caagacctgc tcaaaggctt ggataaaaac 421 
tggggcgtgc gcctcaacag cggctttgcc agcaacgaag gcgtaagcta cggcgcaagc 481 
gtattcggaa aagagggcaa cttcgacggc ttgttctctt acaaccgcaa cgatgaaaaa 541 
gattacgagg ccggcaaagg tttccgcaat gttaccggcg gtaaaaccgt accgtacagc 601' 
gcgctggaca aacgcagcta cctcgccaaa atcggaacaa gcttcggcgg cgacgaccac 661 
cgcatcgtgt tgagccatat gaaagaccaa caccggggaa tccgcactgt gggtgaagaa 721 
tttaccgtca ctaataactc acgtcttgac cttgaccgcc aagcacctgc ttaccgcgaa 781 
accactcaat ccaacaccaa cttggcgtac accggcaaag atttgggctt tgtcgaaaaa 841 
ctggatgcca acgcctatgt gttggaaaag aaacgctatt ccgccgatga caaagataac 901 
ggctacgcag gcaatgtaaa aggccccaac catacccgaa tcaccactcg gggtatgaac 961 
ttcaacttcg acagccgcct tgccgaacaa accctgttga aatacggtat caactaccgc 1021 
catcaggaaa tcaaaccgca agcgtttttg aactcgaaat tctccatccc gacgacagaa 1081 
aagaaaaacg gtcaagatgt tgctaaacca gcagaccaac aagccaaaga ccgcaaagac 1141 
gaagcccttg tccattccta ccgtctgacc aacccgacca aaaccgatac cggcgcgtat 1201 
atcgaagcca ttcacgaaat taacggcttt accctgaccg gcgggctgcg ttacgaccgc 1261 
ttcaaggtga aaacccacga cggcaaaacc gtttcaagca gcaaccttaa cccgagtttc 1321 
ggcgtgattt ggcagccgca cgaacactgg agcttcagcg cgagccacaa ctacgccagc 1381 
cgtagcccgc gcctgtatga cgcgctgcaa acccacggca aacgcggcat catctcgatt 1441 
ggcgacggca cgaaagccga acgcgcgcgc aataccgaaa tcgggttcaa ctacaacgaa 1501 
gggacgtttg ccgcaaacgg gaggtacttc tggcagacca tcaaagacgc gcttgccaat 1561 
ccgcaaaacc gccacgtctc tgccgccgtc cgtgaagccg tcaatgccgg ttacatcaaa 1621 
aaccacggtt acgaattggg cgcgtcatac cgcaccggcg gcctgactgc caaagtcggc 1681 
gtaagccaca gcaaaccgcg cttttacgat acccatccta aaaaactgtt gagcgcgaac 1741 
cctgaatttg gcgcacaagt cggccgcact tggacggctt cccttgccta ccgcttccaa 1801 
aatccgaatc tggaaatcgg ctggcgcggc cgttatgttc aaaaagccgt gggttcgata 1861 
ttggtggcag gtcaaaaaga ccgcaacggc aaattggaaa acgttgtacg caaaggtttc 1921 
ggtgtgaacg atgtcttcgc caactggaaa ccgctgggca aagacacgca caatgttaat 1981 
ctttcggtta acaacgtgtt caacacgttc tactatccgc acagccaacg ctggaccaat 2041 
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accctgccgg acgtgggacg tgatgtacgc ttgggcgtga actacaagtt ctaaaacgca 2101 
catcccgaaa aaatgccgtc tgaaagcctt tcagacgg 
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Figure 4 

AENNAKVVLDTVTVKGDRQGSKIRTNIVTLQQKDESTATDMREL 

LKEEPS I DFGGGNGTSQPLTLRGMGQNSVD I KVDNAYSDS Q I LYHQGRF I VDPALVICV 
VSVQKGAGSASAGIGATNGAIIAKTVDAQDLLKGLDKNWGVRLNSPSDSNEGVSYGAS 
VFGKEGNFDGLFSYNRNNEIODYEAGKGFRNNFNGGKTVPYSALDKRSYIiAKIGTTFGD 
GDHRIVLSHMKDQHRGIRTVREEFTVGAKDSRINIKRQVPAYRETTQSNTNLAYTGKN 
LGFVEKLDANAYVLEKERYSADDSGTGYAGNVKGPNHTRITTRGANFNFDSRLAEQTL 
LKYGINYRHQEIKPQAFLNSQFKIEDKEKATDEEKNKNRENEKIAKAYRLTNPTKTDA 
GAYIEAIHEIDGFTLTGGLRYDRFKVKTHDGKTVSSSNLNPSFGVIWQPHEHWSFSAS 
HNYASRS PRLYDALQTHGKRGI I S I ADGTKAERARNTE I GFNYNDGTFAANGS YFWQT 

IKDALANPQNRHDSVAVREAVNAGYIKNHGYELGASYRTGGLTAKVGVSHSKPRFYDT 
HKDKLLSANPEFGAQVGRTWTASLAYRFQNPNLEIGWRGRYVQKAVGSILVAGQKDRN 
GKLENWRKGFGVND I FANWKPLGKDTLNVNLSVNNVFNTF YYPHSQRWTNTLPDVGR 
DVRLGVNYKF 

gcagaaaata atgccaaggt cgtactggat accgttaccg taaagggcga ccgccaaggc SI 
agcaaaatcc gtaccaacat cgttacgctt caacaaaaag acgaaagcac cgcaaccgat 121 
atgcgcgaac tcttaaaaga agagccatcc atcgatttcg gcggcggcaa cggcacgtcc 181 
caattcctga cgctgcgcgg catgggtcag aactctgtcg acatcaaggt ggacaacgcc 241 
tattccgaca gccaaatcct ttaccaccaa ggcagattta ttgtcgatcc cgctttggtt 3 01 
aaagtcgttt ccgtacaaaa aggcgcgggg tctgcctctg ccggtatcgg cgcaaccaac 3 61 
ggcgcgatta tcgccaaaac cgtcgatgcc caagacctgc tcaaaggctt ggataaaaac 421 
tggggggttc gcctcaacag cccctccgac agcaatgaag gtgtaagcta cggcgcaagc 481 
gtattcggaa aagagggcaa cttcgacggg ttgttctctt acaaccgcaa caatgaaaaa 541 
gattacgaag caggtaaagg cttccgtaat aatttcaacg gtggtaaaac cgtaccgtac 601 
agcgcgctgg acaaacgcag ctacctcgcc aaaatcggaa caabcttcgg cgacggcgac 661 
caccgcatcg tgttgagcca tatgaaagac caacaccgag gcatccgcac tgtgcgtgaa 721 
gaatttaccg tcggcgcgaa agattcacgg ataaatatta aacgccaagt ccctgcttac 781 
cgcgaaacca cacaatctaa caccaatttg gcgtacacgg gtaaaaacct gggctttgtc 841 
gaaaaactgg atgccaacgc ctatgtgttg gaaaaagaac gctattccgc cgatgacagc 901 
ggcaccggct acgcaggcaa tgtaaaaggc cccaaccata cccgaatcac cactcgtggt 961 
gcgaacttca acttcgacag ccgcctcgcc gaacaaaccc tgctgaaata cggtatcaac 1021 
taccgccatc aggaaatcaa accgcaagcg tttttgaatt cacaatttaa aattgaagat 1081 
aaagaaaaag caactgatga agagaaaaat aagaaccgtg aaaatgaaaa aattgccaaa 1141 
gcctaccgtc tgaccaaccc gaccaaaacc gatgccggcg cgtatatcga agccattcac 1201 
gagattgacg gctttaccct gaccggcggg ctgcgttacg accgcttcaa ggtgaaaacc 1261 
cacgacggca aaaccgtttc aagcagcaac cttaacccga gtttcggcgt gatttggcag 1321 
ccgcacgaac actggagctt cagcgcaagc cacaactacg ccagccgcag cccgcggctg 1381 
tatgacgcgc tgcaaaccca cggcaaacgc ggcatcatct cgattgccga cggcaccaaa 1441 
gccgaacgcg cgcgcaatac cgaaatcggc ttcaactaca acgacgggac gtttgccgcc 1501 
aacggcagct acttctggca gaccatcaaa gacgcgcttg ccaatccgca aaaccgccac 1561 
gactctgtcg ccgtccgtga agccgtcaac gccggctaca tcaaaaacca cggttacgaa 1621 
ttgggcgcgt cctaccgcac cggcggcttg actgccaaag tcggcgtaag ccacagcaaa 1681 
ccgcgctttt acgatacgca caaagacaag ctgttgagcg cgaatcctga atttggcgca 1741 
caagtcggcc gcacttggac ggcttccctt gcctaccgct tccaaaaccc gaatctggaa 1801 
atcggctggc gcggccgtta tgttcaaaaa gccgtgggtt cgatattggt ggcaggtcaa 1861 
aaagaccgca acggcaaatt ggaaaacgtt gtacgcaaag gtttcggtgt gaacgacatc 1921 
ttcgccaact ggaaaccgct gggcaaagac acgctcaatg ttaatctttc ggttaacaac 1981 
gtgttcaaca cgttctacta tccgcacagc caacgctgga ccaataccct gccggacgtg 2041 
ggacgtgatg tacgcttggg cgtgaactac aagttctaaa acgcacatcc cgaaaaaatg 2101 
ccgtctgaaa gcctttcaga egg 



WO 2004/020463 



J0/526O6 

PCT/EP2003/009634 



7/12 
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FIGURE 7 
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